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Art Unit: 1648 

DETAILED ACTION 

1 . Claims 45-66 and 72-75 are pending in the application. 

Election/Restrictions 

2. Applicant's election with traverse of Group I, and the species wherein f) an immune 
system marker is monitored, i) the disease is a cancer, and A) the agent to be administered 
inhibits the production of regulator cells, in the reply filed on July 10, 2008 is acknowledged. 
The traversal is on the ground(s) that the cited WO reference deals with resetting of an immune 
system, whereas the present claims arc drawn to methods involving analyzing effector/regulator 
cell cycling. 

This is not found persuasive because the portions of the reference cited in support for the 
finding that the present claims lack a common special technical feature (i.e. claims 1, 2, and 10) 
make no mention of resetting of an immune system, but indicate that the timing of administration 
of an agent to treat a disease is based upon an analysis of the cycling of effector cells. As the 
present claims are also directed to such timing of agents to treat a disease, the Applicant's 
arguments are not found persuasive. 

Moreover, while the Applicant asserts that the present application, in contrast to the cited 
reference, is based upon the "surprising finding that the immune system is constantly cycling in 
disease states such as cancer," it is also noted that there is nothing in the independent claims in 
the application to distinguish between the methods of the present application and the cited art. 
I.e., both the prior art and independent claim 1 are directed to timing the administration of an 
anti-pro liferative drug to a subject based on timing determined through monitoring an immune 
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system marker. Thus, regardless of the focus of the specifications of the present application and 
the prior art, the present claims read on the methods described in the prior art. Applicant's 
arguments are therefore not found persuasive. 

The requirement is still deemed proper and is therefore made FINAL. 

3. Claims 48, 52-57, and 63-65 are withdrawn from further consideration pursuant to 37 
CFR 1.142(b), as being drawn to a nonelected inventions or species, there being no allowable 
generic or linking claim. Applicant timely traversed the restriction (election) requirement in the 
reply filed on July 10, 2008. 

4. Claims 45-47, 49-5 1 , 58-62, 66, and 72-75 are under consideration. 

Information Disclosure Statement 

5. The information disclosure statements (IDS) submitted on March 26, 2007 and October 
9, 2008 are in compliance with the provisions of 37 CFR 1 .97. Accordingly, the information 
disclosure statements been considered by the examiner. 

It is noted that the foreign patent documents in the October 2008 IDS are duplicative of 
references cited in the March 2007 IDS. These references have therefore been crossed out in the 
later IDS. 

Specification 

6. The disclosure is objected to because of the following informalities: The disclosure is 
objected to because it contains an embedded hyperlink and/or other form of browser-executable 
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code. See e.g., page 30, line 19. Applicant is required to delete the embedded hyperlink and/or 
other form of browser-executable code. See MPEP § 608.01. 
Appropriate correction is required. 

Claim Rejections - 35 USC §102 

7. The following is a quotation of the appropriate paragraphs of 35 U.S. C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the in\ untie in was patented or described in a primed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

8. Claims 45-47, 49-5 1, 58-62, 72-75 are rejected under 35 U.S.C. 102(b) as being 
anticipated by WO 2003/068257 (WO'257- of record in the March 2007 IDS). These claims are 
drawn to methods for the treatment of a disease (esp. cancer) through timing the administration 
of an anti-proliferative drug (i.e. a drug that inhibits production of regulator cells) through the 
monitoring of an immune system marker, such as an acute phase inflammatory marker (e.g. C- 
reactive protein or CRP). The claims indicate that the agent is preferably administered between 
when the levels of the marker have peaked, and before they begin to rise in the next cycle. 
Additional claims require that the patient is monitored for at least 21 days at intervals of at least 
every 3 days (i.e. every 3 days or less- see. page 7, lines 2-28). Claim 61 requires that the patient 
has not been exposed to a treatment for at least 2 1 days. 

The WO'257 reference teaches such a method. For example, claim 1 of the reference 
describes a method of treating cancer involving the administration of an agent that inhibits the 
production of regulator cells. The reference indicates that the agent is administered based on 
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fluctuations in the levels of CRP, and in particular, when the levels of the protein begin to 
decrease (i.e. after peak is achieved, and before the levels begin to rise again). The reference 
teaches examples wherein the monitoring is performed for at least 1 month (i.e. at least 21 days), 
and preferable occurs every 24 hours (i.e. at least every 3 days). Page 18, Example 4. Page 18 
and claim 25 of the reference indicate that the method may be applied to human subjects. 

As indicated above, claim 61 is directed to the method described above, wherein the 
subject is not exposed to a treatment for the disease for at least 21 days. The subject of claim 1 is 
a subject being monitored for the immune system marker. Thus, claim 31 is indicating that the 
patient is monitored for the immune system marker at a time period at least 21 days after any 
treatment has been applied to the patient. 

The method of claim 1 in WO'257 involves a preliminary step of "reducing tumor load in 
the subject." However, the reference is silent as to the time period between the tumor load 
reduction therapy and the administration of the agent. On page 1 8 of the reference, an Example is 
provided indicating that monitoring of the patient for CRP levels (to determine when the agent 
inhibit regulator cell production should be administered) should continue for at least one month 
(an average of about 30 days). Thus, the reference teaches a method wherein the patient is 
monitored for an immune system marker for a period at least 21 days after therapy (i.e. a period 
where the patient has not been exposed to therapy for at least 21 days). 

The reference therefore anticipates the indicated claims. 



9. Claims 45, 47, 49, 50, 58, 60, 62, 66, and 72-74 are rejected under 35 U.S.C. 102(b) as 
being anticipated by Child et al. (Cancer 45:318-26). These claims are generally drawn to 
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methods comprising monitoring a patient, esp. patients with cancer, or samples therefrom, for an 
immune system marker, such as a acute phase inflammatory marker (e.g. CRP). Claim 66 reads 
on a kit comprising a reagent for monitoring an immune system marker. 

Child teaches the monitoring of patients with Hodgkin's disease or non-Hodgkin's 
lymphoma (types of cancers) for the levels of CRP in patient serum. See e.g., Figures 1, 4, and 6. 
The reference teaches the use of antisera against the proteins for the analysis. Page 319 (section 
titled "Serum proteins"). Thus, the reference teaches the methods and compositions of the 
claims. 

While the reference does not indicate that CRP is monitored to determine timing of the 
administration of an agent to the patients, this is an intended use of the methods and 
compositions of the indicated claims. See, MPEP 21 1 1.02 II. In the present case, the claims are 
drawn to methods for analyzing effector cell and/or regulator cell cycling to determine when an 
agent should be administered to a patent suffering from a disease characterized by the production 
of regulator cells, the method comprising monitoring the patient, or sample obtained therefrom, 
for. . . an immune system marker." The teachings of the specification and claims indicate that 
cancers are representatives of the indicated diseases, and that CRP is an example of the immune 
system markers. However, the claims do not require that the agent is actually administered. Thus, 
the claims read on methods for monitoring levels of CRP in cancer patients. Because Child 
teaches such methods, the claims are anticipated by the reference. 



10. Claims 45-47, 49, 60, and 62 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Little et al. (Curr Opin Oncol 12:438-44). These claims read on methods for the treatment of a 
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disease, such as a cancer, comprising administering an agent to treat the disease based on the 
monitoring of one of the markers of claim 45. Little teaches a method for the treatment of an 
AIDS related cancer (HIV-associated non-Hodgkin's lymphoma) comprising the administration 
of antiproliferative agent (i.e. a combination of such agents known as EPOCH) based on the 
count of CD4 cells in the patient (which includes a count of CD4 effector and regulator cells). 
See, page 441, right column. The reference therefore anticipates the indicated claims. 



11. Claim 66 is rejected under 35 U.S.C. 102(b) as being anticipated by Eda et al. (J Clin Lab 
Anal 12:137-44- of record in the March 2007 IDS). This claim is drawn to a kit comprising a 
reagent for monitoring for an immune system marker. The application indicates that an example 
of such a marker is the protein C-reactive protein (CRP). See, page 4. Eda teaches an assay for 
CRP. In particular, the reference teaches the use of reagents for use in detecting the protein. 
Abstract, page 138. Because the claimed kit comprises only these reagents, and as the reference 
teaches the reagents, the reference anticipates the claim. 



Double Patenting 

12. The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. A nonstatutory obviousness-type double patenting rejection is 
appropriate where the conflicting claims are not identical, but at least one examined application 
claim is not patentably distinct from the reference claim(s) because the examined application 
claim is either anticipated by, or would have been obvious over, the reference claim(s). See, e.g., 
In re Berg, 140 F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 1 1 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In 
re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 F.2d 438, 164 
USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 USPQ 644 (CCPA 1969). 
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A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) may 
be used to overcome an actual or provisional rejection based on a nonstatutory double patenting 
ground provided the conflicting application or patent either is shown to be commonly owned 
with this application, or claims an invention made as a result of activities undertaken within the 
scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 CFR 
3.73(b). 

1 3 . Claims 45-47, 49-5 1 , 58-62, and 72-75 are provisionally rejected on the ground of 
nonstatutory obviousness-type double patenting as being unpatentable over claims 26-28, 31-32, 
35, 36-38, and 42-47 of copending Application No. 10/503794. Although the conflicting claims 
are not identical, they are not patentably distinct from each other because the present claims are 
generic to the copending claims, and would be anticipated by them if applicable as prior art. It is 
noted that the copending claims require the use of a prior treatment which affects effector cells in 
the patient, whereas there is not such requirement in the present claims (and is in fact excluded to 
some extent by claim 61). However, with the exception of claim 61, there is nothing in the 
present claims to exclude the use of such a preliminary treatment. 

With respect to claim 61, it is noted that the claim does not exclude the use of a prior 
treatment at all. Rather, the claim merely requires that the monitoring is conducted during a 
period preceded by at least 21 days in which not therapy is provided. The claims of the 
copending application provide no indication as to the term during which the patient is monitored 
after the treatment affecting the effector cells is applied. Thus, it would have been obvious to 
those of ordinary skill in the art to have continued the monitoring for as long as required until the 
correct time for administration of the agent to inhibit regulator cells had arrived. Such a period 
may or may not be after at least 21 days since the treatment was applied. Thus, it would have 
been obvious to those of ordinary skill in the art to have continued the monitoring for as long as 
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required, including during periods after 21 days from the time of the treatment. Claim 61 is 
therefore generic to at least some obvious embodiments of the copending claims. 

This is a provisional obviousness-type double patenting rejection because the conflicting 
claims have not in fact been patented. 

14. Claims 45-47, 49-5 1 , 58-62, 72, and 74 are provisionally rejected on the ground of 
nonstatutory obviousness-type double patenting as being unpatentable over claims 1-4, 6, 10-13, 
and 15 of copending Application No. 12/333/369. Although the conflicting claims are not 
identical, they are not patentably distinct from each other because the presently rejected claims 
are generic to the copending claims. Each set of claims deals with the treatment of a disease 
through the administration of an agent for the inhibition of production of regulator cells at a time 
point determined by monitoring the levels of an immune system marker, esp. an acute phage 
inflammatory marker such as CRP, and administering the agent where it appears that the 
regulator cells are being produced. The copending claims are limited to embodiments wherein 
the disease is a retroviral infection. The present claims are not so limited, but would encompass 
such embodiments, and thus be anticipated by them if applied as prior art. The obviousness type 
double patenting rejection is therefore appropriate. 

This is a provisional obviousness-type double patenting rejection because the conflicting 
claims have not in fact been patented. 



15. No claims are allowed. 



Conclusion 
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16. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Zachariah Lucas whose telephone number is (571)272-0905. The 
examiner can normally be reached on Monday-Friday, 8 am to 4:30 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Bruce Campell can be reached on 571-272-0974. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Zachariah Lucas/ 

Primary Examiner, Art Unit 1648 



